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WFZEpk RO EE (J53C) : Prohibitin 2 (PHB2) has been reported as a multifunctional protein
that mainly localizes in mitochondria and translocates into nucleus in the presence of
estrogen receptor and estrogen. Decrease of estrogen level is a major cause of obesity
in early post—menopausal women. In this project, we show that PHB2 in nucleus binds to
PPARy coactivator 1« (PGC-1« ) and represses its activity, which resulted in inhibition
of PPARy activity. In preadipocytes, 17 8 -estradiol (E2) led to translocation of
endogenous PHB2 from mitochondria into nucleus and inhibition of adipogenesis.
Transduction of mitochondrial targeting sequence—deficient PHB2 mutant (PHBC), which is
able to translocate into nucleus without E2, inhibited adipogenesis of preadipocytes in
the absence of E2. In ovariectomized mice, a model of post—-menopausal obesity, E2
treatment decreased adiposity and induced nuclear translocation of PHB2 in white adipose
tissues. These results indicate the importance of mitochondrial protein PHB2 in
inhibition of adipogenesis and obesity by estrogen.
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